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Sir: 

I hereby declare as follows: 



1. Marie-Use GOUGEON, am. Head of the Antiviral Immunity, Biothempy and 
Vaccine Unit, Ihstitut Pasteur, Paris, France, A copy of my curriculum vitse is attached hereto as 
Exhibit A. 

2. I. have read and understood U.S. Patent Application No. 10/600,361 (the 
"Application''}, and have read the Official Action concerning the Application mailed on October 
23, 2007. 

3. The October 23, 2007 Official Action states that the use of autologous HIV was 
common in the art at the time of .tiling and that one skilled in the art would be motivated to use 
autologous HIV because the virus frequently mutates and would have an expectation of success. 
T to ider one of < i * i?e ^ person with a PhD in Molecular Biology and 
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three to five years of laboratory experience working frs a field refeant to immunology and HIV 
patlsology, 

4. Concerning the alleged obviousness of the claimed subject matter in the 
Application, it is my understanding feat one skilled in die art in view of Belardeili would neither 
be motivated to modify Belardeili' s teachings fay use of autologous HIV, nor would he or she 
have a reasonable expectation of success. 

5. For example, at the time that the Application was filed, there were noted 
difficulties associated with the experimental use of autologous HIV, which would reduce the 
expectation of successfully modifying Belardeili in the way the Official Action proposes. These 
difficulties are highlighted by an article published nearly one year after the inventors filed the 
provisional application underlying the Application. In the article, the authors note that there are 
technical challenges and difficulties associated with preparation of autologous virus stocks, (See 
Richman et si. (2003) Rapid evolution of the neutralizing antibody response to HIV- 1 type 
infection. PNAS, 100(7): 4144-49; See Discussion, pg. 4149. A copy of the article is enclosed as 
Exhibit B.) 

6. While the Richman et aL study investigated a different aspect of the HIV immune 
response, the article underscores that use of autologous HIV viruses it not s simple routine 
procedure. Indeed, in view of Richman et aL, one skilled in the ait may not reasonably expect 
that they could even successfully prepare an autologous HIV stock necessary to modify 
Belardeili in the way that the Official Action proposes. Moreover, if one skilled in the art could 
not expect to successfully prepare m autologous HIV stock, he or she would be deterred from 
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attempting to modify the teachings of Belardeili to use autologous HIV and would not 
reasonably expect success. Accordingly, I do not believe tliat one of skill in the art in view of 
BelardeHi would be motivated to modify Belardelli by using autologous HIV and arrive at the 
claimed Invention. 

7, Furthermore, the lack of a reasonable expectation of successfully modifying 
Belardeili by using autologous HIV is underscored by the failure of others. For example, such, 
failure can be seen in a post-filing study that also attempted to create a dendritic cell-based 
vaccine with inactivated autologous HIV. (See Garcia et al (2005) Therapeutic immunization 
with dendritic ceils loaded with heat-inactivated autologous HIV- 1 in patients with chronic HIV- 
1 infection. I. Infectious Diseases. 191 : 1680-85. A copy of the article is enclosed as Exhibit C.) 

$. The authors of Garcia et al. attempted to create a vaccine by treating isolated 
dendritic ceils with heat-inactivated autologous HIV, rather than an AT~2 -inactivated autologous 
virus like this Application. The authors Indicated that their heat-inactivated vaccine was capable 
Of eliciting "weak and transient" cellular immune responses, and noted that 'it could be argued 
that {their] vaccine did not elicit specific anti-HIV-1 immune responses at all." The authors also 
specifically note that the observed only a weak virus-specific CDS* T-eell response, and actually 
a decrease in the number of circulating CD8+ T-eells. Therefore, in light of the teachings of 
Garcia et al, one of ordinary skill in fee art in view of this article would not reasonably expect 
that the e of mt< i i te -o'\ > eats a de dx c ell- sc- s < nc w »uld he 
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9, Therefore, based on the experimental results of Garcia et ai. and the authors' 
difficulty in using autologous HIV for the purpose of creating a dendritic ceii-based vaccine, I 
believe that one skilled m the art would have no reasonable expectation of successfully achieving 
the claimed subject matter by merely modifying BelardeUFs methods to use autologous HIV, 
Indeed, the authors of Garcia et al suggest evea more convincingly that the claimed subject 
matter is non-obvious when they compare the disappointment of their results to the successes of 
a study performed by die inventors. Accordingly, f do not believe that the claimed subject matter 
is obvious In view of Beiardelii 

10. The undersigned declares that all statements made herein of his own knowledge 
are true and feat all statements made on information and belief are believed to be trae; and 
further that these statements were made with the knowledge that willful false statements and the 
like so made are punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of 
the United States Code and that such willful false statements may jeopardize the validity of the 
application or any patent issuing thereon. 



j. i^i too 8 - ^T-^crr^ 
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1972 
1974 
1975 
1878 
1986 



DES Biochemistry, Paris XI University 

Master's degree in Biochemistry, Paris XI University 

Post-graduate Certification in Biochemistry and Microbiology, institut Pasteur 

PhD in Immunology . Department of immunology, institut Pasteur/PVil University 

Doctorate Thesis In immunology, Paris Vil University 



POSITIONS AMD AWARDS 

1975 : Roux Foundation Fellowship 

1978 : Research Assistant, institut Pasteur 

1987 : Research Scientist, Institut Pasteur 

1987-1990. Senior Research Scientist, Pediatric immunology and Rheumatology Unit 
<!NS£RM U132), Necker Hospital, Paris 

1 990- 93 Director of the Institut Pasteur Immunology Course, second year of Master 

1991- 2002: Immunology Team Leader In Pu Luc Montagnier* Research Unit, institut 

Pasteur 

1 993-1885 : Associate Professor of immunology, Paris Vij University 
Since 1998 : Research Director, Institut Pasteur 

Since 2002 : Head of the « Antiviral immunity, Biotherapy and Vaccine » Unit, Department 
pf infectii k ^oiogy, institut Pasteur 
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• Member of the scientific committee of Neovacs (2008- } 

• Member of the scientific committee ATC Bbtherapy, INSERM (2002- 2005} 

• Member of the coordinated action of ANRS AC21 on T cell homeostasis and HIV 
(2001-05) 

• Member of several scientific committees in ANRS since 2001 

• Member of the scientific committee « HiV and therapy », ABBOTT Company (1999- 
2005) 

• Member of the scientific committee « Lipodystrophy » 8MS Company (2000-2004) 

• President of the « European Cell Death Organization » (ECDO) 1999-2001 

• Associate Editor of Cell Death and Differentiation (1997-2003) 

• Member of the Editorial Board of Current Molecular Medicine (since 2003) 
- Member of the Editorial Board of AIDS Journal (since 2001) 

■ Expert for the Swedish Research Council (Stockholm, Sweden) (2003, 2008, 2008) 

• Expert for Messine University, Sicily (2006-2007) 

• Consultant for SMS Company (2000-2004, 2008) 

• Consultant for ABBOTT Company (1999-2005) 
r Expert for EU, 6th PCRDT (2004) 

' Consultant for Bayer Company (2002) 

• Consultant for Applied Immune Science Company (1993-1995) 

ommcimm 

1994: • French Academy of Sciersce/CEA prize for the discovers,' of Programmed Ceil Death 
in AIDS. 

2007 : * Career Award form the European Ceil Death Organization 
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